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DECLARATION OF ALAN J. HUTCHISON UNDER 37 C.F.R. S 1.132 

I, Alan J. Hutchison, declare as follows: 

1 . I am Executive Vice President, Discovery Research, of Neurogen 
Corporation, the assignee of the above-identified application. At Neurogen, I am 
responsible for the company's drug discovery operations, including its chemistry, 
biology, and discovery technologies organizations. Prior to joining Neurogen, I was 
Manager of Neuroscience Chemistry and a Distinguished Research Fellow at Ciba- 
Geigy. Previously I had served as a research scientist at Pfizer Inc, where I worked on 
anti-diabetic agents. I hold a B.S. degree from Stevens Institute of Technology and a 
Ph.D. from Harvard University, both in chemistry. Attached hereto as Exhibit A is copy 
of my curriculum vitae. 

2. I am an inventor of the above-identified application and attended an 
interview in the United States Patent and Trademark Office on July 31, 2007 to discuss 
the Office Action for this application dated April 9, 2007. 

3. Part of the interview dealt with high throughput screening (HTS), which 
the Examiners acknowledged was conventional technology routinely used in the drug 
discovery process to identify compounds that act at a receptor. In this regard, the 
Examiners suggested that it could be helpful if data was submitted regarding the 
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percentage of "hits" which such HTS would achieve on a pharmaceutical company's 
compound library when screening for capsaicin receptor antagonists which are not 
capsaicin analogues, i.e., the compounds called for by the claims of this application. 

4. I understand that simultaneous with the filing of this declaration, an 
amendment is being filed which specifies that the antagonists called for by the claims of 
this application "when tested in a human capsaicin receptor calcium mobilization assay 
employing a calcium sensitive fluorescent dye, produce a decrease of at least 80% 
compared to a matched control in the fluorescence response generated by capsaicin 
when: (i) the antagonist concentration is 1 micromolar and (ii) the capsaicin 
concentration is equal to capsaicin's EC50 value for the assay." This language, which is 
based on Example 1 1 of this application, describes a high throughput screening criterion 
that Neurogen has used in screening its library in cormection with its capsaicin receptor 
antagonist project (hereinafter referred to as the "VRl project"). This criterion will be 
referred to hereinafter as the "Example 1 1 Criterion." 

5. To date, Neurogen has screened roughly 40% of its library of 
approximately one million compounds in connection with the VRl project. The resuhs 
of this screening are stored in computer archives which for the purposes of this 
declaration were analyzed by two of Neurogen's informatics specialists to identify 
compounds that: (1) satisfy the Example 1 1 Criterion, (2) do not have a phenyl ring with 
two oxygen atoms bound to two adjacent ring carbons, i.e., the definition of a capsaicin 
analogue used in this application, and (3) were not developed by Neurogen in 
connection with the VRl project. 

6. The review of the computer archives revealed that the number of 
compounds which were not developed in connection with the VRl project and had been 
subjected to a human capsaicin receptor calcium mobilization assay at a compound 
concentration of 1 micromolar was 408,894. Of these, the total number which satisfied 
the Example 1 1 Criterion was 3,467 of which 97 were capsaicin analogues, giving a 
final hit rate of 0.8%, i.e., 100*(3,467-97)/408,894. 
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7. Based on my experience for more than 30 years in the field of drug 
discovery, a hit rate of greater than 0. 1% is considered reasonable, a rate greater than 
0.5% is very good, and a rate of 1% or more is considered excellent by workers in the 
art. Although the above analysis was performed using Neurogen's compound library, I 
have worked for various other pharmaceutical companies and am familiar with the 
nature of their compound libraries. I would thus in general expect at least a reasonable 
hit rate for those libraries. 

8. In summary, in my opinion, as of the original filing date of this 
application (July 20, 2000), it would been routine to identify capsaicin receptor 
antagonists which are not capsaicin analogues and which satisfy the Example 1 1 
Criterion by performing HTS of a company's compound library using the calcium 
mobilization assay of Example 1 1 . 

9. I further declare that all statements made herein of my own knowledge 
are true and that all statements made on information and belief are believed to be true; 
and further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
section 1001 of Title 18 of the United States Code, and that such willful false statements 
may jeopardize the validity of the application or any patent issuing thereon. 

Alan J. Hutchison, Ph.D. 



(Date) 



Curriculum Vitae 



Home: 27 Allison Drive 

Madison, CT 06443 
203-245-9166 
Fax: 203-245-9226 



Employment History: 

Sqjtember 1979-May 1981: 

May 198 1-April 1989: 



Alan X Hutchison 

Work: 



April 1989-2006: 



Neurogen Corporation 

35 N, E. Industrial Road 

Branford, CT 06405 

203-315-3045 

Fax: 203-481-5290 

Email: ahutchison@nrgnxom 



Pfizer Central Research/ Groton, CT 

1979-1981: Senior Scientist 

CffiA-GEIGY Corporation/ Sunmiit, NJ 

1981- 1982: Senior Scientist 

1982- 1983: Senior Research Scientist 
1984-1988: Manager of Neuroscience Chemistry 
1988-1989: Distinguished Research FeUow 



Neurogen Corporation/ Branford CT 



1989-1991 

1992-1996 
1997-2001 
2002-2007: 



Director of Chemistry 

Vice President of Drug Discovery 

Senior Vice President of Drug Discovery 

Executive Vice President Discovery Research 



Education: 



Ph.D. 



BS 



Organic Chemistry 

Dissertation Title: 
Advisor: 

Chenctistry 

Thesis Tide: 
Advisor: 



Harvard University, September 1979 
GPA4.0/4.0 

Total Synthesis of dl-Austamide 
Y. Kishi 

Stevens Institute of Technology 
(With High Honors and Thesis) GPA3,8/4,0 
Synthesis of Cephalosporin Analogs 
A.K. Bose 



Managerial and Scientific Experience: 
Pfizer (1979-1981): 

Managed a team of three scientists directed towards the identification of a 
backup candidate to Pfizer's prototype aldose reductase inhibitor for the 
treatment of diabetes. 



Exhibit A 



CIBA-GEIGY(1981.1989): 



Managed a team of 3 to 15 scientists focused predominately on the discovery of 
novel CNS agents. During this period the team produced approximately ten 
clinical candidates in the CNS therapeutic area including the competitive 
NMDA antagonist selfotol. which reached Phase III clinical trials. Additional 
candidates were produced in the area of presynaptic dopamine agonists as well 
as novel antipsychotic and antidepressant agents. Served as project leader for the 
NMDA antagonist project and the Adenosine agonist project. 

Neurogen Corporation (1989-2007): 

Initially hired as Director of Medicinal Chemistry in 1989 and was responsible 
for the creation and management of the medicinal chemistry department at 
Neurogen, which currently contains about 45 scientists. In 1992 ray 
responsibilities were expanded and as Vice President of Drug Discovery also 
included the management of computational chemistry and informatics as well as 
the high throughput pharmacology efforts here at Neurogen. In 2002 as 
Executive Vice President of Discovery Research, I have assumed overall 
responsibility for all discovery research at Neurogen. As of June 2006 I have 
also assumed overall responsibility for all preclinical development activities her 
at Neurogen. 

My research efforts and publications at Neurogen encompass the following 
areas: GABA modulation, D4 receptor antagonism, NPYl and NPY5 receptor 
antagonism, CRF receptor modulation, VRl receptor modulation, C5a receptor 
antagonism and MCHRl receptor antagonisms. In addition I also played a 
seminal role in the creation of the AIDD technology platform at Neurogen, 
which integrates High Speed Synthesis, High Throughput Screening, 
Informatics and Computer Assisted Modeling to improve the overall efficiency 
of the drug discovery process. 

Patents and Publications (Not including publications in press) 
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CODEN:EPXXDW EP 161218 A2 19851113 CAN 104:109607 AN 1986:109607 CAPLUS 



Hutchison, Alan J.; Shaw, Kenneth R.; Schneider, Josef A. Phosphonlc acids and derivatives in the 
treatment of nervous system disorders. Eur. Pat. Appl (1986), 53 pp. CODEN' EPXXDW EP 
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Chen, Jen; Hutchison, Alan J.. N9-Cyciopentyl-substituted adenine derivatives, procedure for their 
preparation, pharmaceutical compositions containing them, and their use as adenosine receptor 
agonists. Eur. Pat Appl. (1988), 26 pp. CODEN: EPXXDW EP 267878 Al 19880518 CAN 
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Characterization of the binding of [3H]-CGS 19755: a novel N-methyl-D-aspartate antagonist with 
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